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compds . are disclosed as useful for a variety of treatments including the 
treatment of inflammation, inflammatory and Immunol, diseases, insulin 
resistance, hyperlipidemia, coronary artery disease, cancer and multiple 
sclerosis. Thus, To a mixt. of 3 , 5-dimethoxyb enz aldehyde (500 g) and 
p-hydroxypheny lace tic acid (457 g) was added acetic anhydride (1 L) and 
triethylamine (420 mL) and the nonhomogeneous mi'xt . on heating became 
homogeneous at 70. degree, and stirred at 130 -14 0. degree . for 6 h to give 
47% 3- (3 , 5-dimethoxyphenyl) -2- (4-hydroxyphenyl) acrylic acid (II) (428 g) . 

II (427.5 g) was suspended in 3 L methanol, treated with 100 mL coned. 
H2S04, and heated at reflux for 20 h under Ar to give 97% 

3- (3 , 5-dimethoxyphenyl) -2 - (4 -hydroxyphenyl) acrylic acid Me ester (III). 

III (433 g) was dissolved in 1.6 L DMF, treated with 60.4 g NaH (50% in 
oil) and the with 185 mL p-f luorobenzaldehyde, and heated at 180. degree, 
for 18 h to give 77% 3 - (3 , 5 -dimethoxyphenyl ) -2 - [4 - (4 - 
formylphenoxy) phenyl] acrylic acid Me ester which (352 g) , 

2 , 4-thiazolidinedione 98.6, benzoic acid 134, and piperidine 107.4 g were 
heated in 2.5 L toluene at reflux with continuous removal of H20 through 
Dean-Stark app. to give 86% 3 - {3 , 5-dimethoxyphenyl) -2 - [4 - [4 - (2 , 4 - 
dioxothiazolidin-5-ylidenemethyl) phenoxy] phenyl] acrylic acid Me ester 
(IV) . IV (30 g) was hydrogenated over 15 g 10% Pd-C in 900 mL dioxane in 
a Parr app. at 60 Psi for 24 h, followed by adding 15 g 10% Pd-C and 
continuing the hydrogenation for another 24 h to give 86% 
3- (3 , S -dimethoxyphenyl) -2- [4- [4- (2 , 4 -dioxothiazolidin-5 - 
ylmethyl) phenoxy] phenyl] acrylic acid Me ester (V). When V was orally 
administered to ob/ob mice with a single oral dose (50 mg/kg body wt . ) , 
there was a 62 % drop in blood glucose level and, similar to db/db mice, 
there was no significant increase in body wt . between the control and the 
treatment groups. This was in contrast to treatment of diabetic animals 
by thiazolidinedione type compds. which are known to be assocd. with 
increase in body wt . 
IT 380881-47-OP, 3- (3 , 5 -Dimethoxyphenyl) -2- [4- [4 - (2 , 4- 

dioxothiazolidin-5-ylidenemethyl) phenoxy] phenyl] propionic acid methyl 
ester 380881-49-2P, 3 - (3 , 5-Dimethoxyphenyl) -2 - [4 - [4- (2 , 4- 
dioxothiazolidin- 5 -ylmethyl) phenoxy] phenyl] propionic acid 
3 80881- 51- 6P, 3- ( 3 , 5 -Dimethoxyphenyl) -2- [4- [4 -(2,4- 

dioxothiazolidin- 5 -ylmethyl) phenoxy] phenyl] propionic acid methyl ester 
380881-53-8P, 3- ( 3 , 5 -Dimethoxyphenyl) -2- [4- [4- (2,4- 
dioxothiazolidin-5-ylidenemethyl)phenoxy] phenyl] propionic acid 
RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 

(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 

(Uses) 

(prepn. of novel heterocyclic analogs of phenylethylene compds. as 
inhibitors of cytokines or cyclooxygenase for therapeutic agents) 
RN 380881-47-0 CAPLUS 

CN Benzenepropanoic acid, . alpha . - [4- [4- I (2 , 4-dioxo-5- 

thiazolidinylidene) methyl] phenoxy] phenyl] -3 , 5 -dimethoxy- , methyl ester 
(9CI) (CA INDEX NAME) 
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RN 380881-51-6 CAPLUS 

CN Benzenepropanoic acid, .alpha, - [4- [4- [ (2,4-dioxo-5- 
thiazolidinyl) methyl] phenoxy] phenyl] -3 , 5-dimethoxy- , methyl ester (9CI) 
(CA INDEX NAME) 
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RN 380881-53-8 CAPLUS 

CN Benzenepropanoic acid, .alpha. - [4- [4- [ (2 , 4-dioxo-5- 

thiazolidinylidene) methyl] phenoxy] phenyl] -3 , 5 -dimethoxy- (9CI) (CA INDEX 
NAME) 
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AB Novel diphenylethylene compds . and derivs. thereof contg. 

thiazolidinedione or oxazolidinedione moieties are provided which are 
effective in lowering blood glucose level, serum insulin, triglyceride and 
free fatty acid levels in animal models of Type II dieibetes. In 
contrast to previously reported thiazolidinedione compds., known to lower 
leptin levels, the present compds. increase leptin levels and have no 
known liver toxicity. Thus, (I) was prepd. in five steps by condensation 
of 3 , 5-dimethoxybenzaldehyde with 4 -hydroxyphenylacetic acid followed by 
esterif ication and etherif ication with 4-f luorobenzaldehyde and 
condensation with 2 , 4 -thiazolidinedione and hydrogenation of the ylidene 
double bond. Oral administration of I to obese mice caused a 62% drop in 
blood glucose level. The compds, are disclosed as useful for a variety of 
treatments including the treatment of inflammation, inflammatory and 
immunol . diseases, insulin resistance, hyperlipidemia, coronary artery 
disease, cancer and multiple sclerosis. 

IT 380881-47-OP 380881-49-2P 380881-51-6P 
380881-53-8P 

RL: PAC {Pharmacological activity) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(prepn. and activity of diphenylethylene thiazolidinedione or 
oxazolidinedione compds. as antidiabetics or antiinflammatories) 
RN 380881-47-0 CAPLUS 

CN Benzenepropanoic acid, . alpha. - [4- [4- [ (2 , 4-dioxo-5- 

thiazolidinylidene) methyl] phenoxy] phenyl] -3 , 5-dimethoxy- , methyl ester 
(9CI) (CA INDEX NAME) 
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RN 380881-49-2 CAPLUS 

CN Benzenepropanoic acid, . alpha. - [4 - [4- [ (2 , 4 -dioxo-5- 
thiazolidinyl) methyl] phenoxy] phenyl] -3 , 5-dimethoxy- 



(9CI) 



(CA INDEX NAME) 
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** PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

CN 2 , 4 -Thiazolidinedione, 5- t [3 , 5-bis (1 , 1-dimethylethyl) -4 - 

hydroxyphenyl] methylene] - (9CI) {CA INDEX NAME) 
OTHER NAMES: 

CN 5- (3 , 5-Di-tert-butyl-4 -hydroxybenzylidene) thiazolidine-2 , 4 -dione 
CN CI 987 
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RN 380881-51-6 CAPLUS 

CN Benzenepropanoic acid, .alpha. - [4- [4- [ (2,4-dioxo-5- 
thiazolidinyl) methyl] phenoxy] phenyl] -3 , 5-dimethoxy- , methyl ester {9CI) 
(CA INDEX NAME) 
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RN 380881-53-8 CAPLUS 

CN Benzenepropanoic acid, . alpha . - [4- [4 - [ (2 , 4 -dioxo-5- 

thiazolidinylidene) methyl] phenoxy] phenyl] -3 , 5 -dimethoxy- (9CI) (CA INDEX 
NAME) 
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The title compds . [1; R3 , R4 = H, halo, lower alkyl, lower alkoxy, 
haloalkyl; Rl, R2 = R5-C02R6, CH2C6H4-A-T, (CH2)m-B-T; wherein R5 = Cl-3 
alkylene; R6 = H, Cl-8 alkyl; A = CH2 , 1,2-, 1,3-, or 1 , 4 -NHS02C6H4CH2 , 
-CH2CH2C6H4CH2, or -CH : CHC6H4CH2 ; T = heterocyclyl having weakly acidic H; 
m = 1-7; B = NHS02-C6H4-CH2] , which are useful for the treatment of 
diabetes complications such as cataract, retinopathy, or nerve or 
kidney disorders, are prepd. Thus, Et 2 , 4 -dioxo-2H-3 , l-benzoxazine-l (4H) - 
acetate, 4 -nitrobenzyl amine hydrochloride, and Et3N were suspended in 
toluene and stirred at 100. degree, for 2.5 h to give Et 
[2- [N- (4 -nitrobenzyl) carbamoyl] phenylamino] acetate, which was 
cyclocondensed with 1, 1 ' -carbonyldiimidazole at 13 0. degree, for 2 h to I 
(Rl = 4 -nitrobenzyl, R2 = CH2C02Et, R3 = R4 = H) , diazotized with NaN02 in 
HBr/aq. acetone at 5. degree., and coupled with Et acrylate in the presence 
of Cu20 at 30. degree, to give I (Rl = Q, R2 = CH2C02Et, R3 = R4 = H) . The 
latter compd. was cyclocondensed with thiourea in the presence of AcONa in 
ethanol under reflux for 6 h to I (Rl = Ql, wherein Z = NH, R2 = CH2C02Et, 
R3 = R4 = H) , which was hydrolyzed in 2 N aq. HCl under reflux to give I 
(Rl = Ql, wherein Z = O, R2 = CH2C02Et, R3 = R4 = H) and I (Rl = Ql, 
wherein Z = 0, R2 = CH2C02H, R3 = R4 = H) . I (Rl = Q2 , R2 = CH2C02H, R3 = 
7 -CI, R4 = H) and I (Rl = Q3 , R2 = CH2C02H, R3 = R4 = H) in vitro showed 
IC50 of 3.34 .times. 10-8 and 2.13 .times. 10-6 M, resp., against aldose 
reductase, and at 100 mg/kg/day p.o. for 2 days in vivo lowered blood 
sugar by 13 and 36%, resp. 
180632-29-5P 180632-30-8P 

RL: BAG (Biological activity or effector, except adverse) ; BSU (Biological 

study, unclassified) ; SPN {Synthetic preparation) ; THU (Therapeutic use) ; 

BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(prepn. of dioxotetrahydroquinazoline derivs. having blood 

sugar- lowering and aldose reductase-inhibiting activity for treating 

diabetes complications) 

180632-2 9-5 CAPLUS 

1 (2H) -Quinazolineacetic acid, 3 - [ [4 - [2 - [4 - [ (2 , 4 -dioxo-5 - 

thiazolidinyl) methyl] phenyl] ethyl] phenyl] methyl] -3,4 -dihydro-2 , 4-dioxo- , 

ethyl ester (9CI) (CA INDEX NAME) 




180632-3 0-8 CAPLUS 

1 (2H) -Quinazolineacetic acid, 3- [ [4- [2- [4- [ {2,4-dioxo-5- 
thiazolidinyl) methyl] phenyl] ethyl] phenyl] methyl] -3 , 4 -dihydro-2 , 4 -dioxo- 
(9CI) (CA INDEX NAME) 
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AB A new series of thiazolidine-2 , 4-diones I [R = H, Z = O, X = {CH2)n, (n 
1, 2, 3), 0CH2, CH:CH; R = 4-PhCH20, 4-Ph, 2-MeO, 4-MeO, Z = 0, X = 
CH2CH2; R = H, Z = H2 or H,OH, X = CH2CH2; R = 4-PhCH20, 2-MeO, 2-Cl, 
2-CF3, 2-PhCH2, 3 -CI, 4 -Br, 4-Et02C, 4-Ph, 2 -HO, 2 -Me, 4-MeOCH2, 4-MeO, 
4-Me2N, Z = 0, X = CH:CH] was obtained by replacing the ether function o 
englitazone with various functional groups, i.e., a ketone, ale, or 
olefin moiety. These compds . lower blood glucose levels in the 
genetically obese and insulin-resistant ob/ob mouse. Appending an 
oxazole -based group at the terminus of the chain provided highly potent 
compds., e.g. II [Rl = Ph, 4-MeC6H4, R2 = Me, H; Rl = 4-MeOC6H4, 
4-CF3C6H4, 4-HOC6H4, 3 , 5 , 4 -Me2 (MeO) C6H2 , 3 , 5 , 4 -Me2 (HO) C6H2 , 2-furyl, 
2- (5-methylfuryl) , 2-HSC6H4, 2-naphthyl, R2 = Me]. 

IT 141200-90-OP 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(prepn. and condensation of, with thiazolidinedione) 
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CN 2 , 4-Thiazolidinedione, 5-[ [4- (1 -hydroxy- 2 -phenylethyl) phenyl] methylene] - 
(9CI) {CA INDEX NAME) 




IT 141200-92-2P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation) ; RACT 
(Reactant or reagent) 

(prepn. and conjugate redn of, in prepn, of euglycemics) 
RN 141200-92-2 CAPLUS 

CN 2 , 4-Thiazolidinedione, 5- [[4- (1 -hydroxy- 2 -phenylethyl) phenyl] methyl] -, 
(R*,S*)- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 



OH 
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RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(prepn. and conjugate redn, of, in prepn. of euglycemics) 
RN 141200-91-1 CAPLUS 

CN 2 , 4-Thiazolidinedione, 5- [ [4 -( l-hydroxy-2 -phenylethyl) phenyl] methyl] - , 
(R*,R*)- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 



pH 




IT 141199-89-5P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 
(prepn. and euglycemic activity of) 
RN 141199-89-5 CAPLUS 

CN 2 , 4-Thiazolidinedione, 5 -[ [4 - (phenylacetyl) phenyl] methyl] - (9CI) (CA 
INDEX NAME) 
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